SLC11A1 (formerly NRAMP1) polymorphisms associated with multidrug-resistant tuberculosis.
The solute carrier family 11 member 1 gene (SLC11A1, formerly known as NRAMP1: natural resistance-associated macrophage protein 1) is one of the host genetic factors reported to affect susceptibility to tuberculosis. The aim of this study was to determine whether SLC11A1 polymorphisms affect the incidence of multidrug-resistant tuberculosis (MDR-TB) and other clinical features of pulmonary tuberculosis. Using polymerase chain reaction and the restriction fragment-length polymorphism analyses, we investigated four previously reported SLC11A1 polymorphisms, variations in 5'(GT)n, INT4, D543N, and 3'UTR in 95 patients with pulmonary tuberculosis including 10 MDR-TB patients. Clinical information, including elapsed time for sputum culture conversion, extent of pulmonary involvement, and presence or absence of cavitary lesions, was based on a review of charts and chest radiographs. For the 10 MDR-TB patients, previous therapy and treatment compliance were also evaluated. Although the number of MDR-TB patients was small, our preliminary study showed that the variations of D543N and 3'UTR are significantly associated with the incidence of MDR-TB (odds ratio [OR]=5.03, 95% confidence interval [CI]=1.24-20.62; P=0.02), longer time to sputum culture conversion (OR=3.86, 95% CI=1.23-12.23; P=0.02), and cavity formation (OR=5.04, 95% CI=1.51-23.13; P=0.02). Three out of the 10 MDR-TB patients with good treatment compliance had at least one genetic variation in SLC11A1. These data suggested that genetic variations in SLC11A1 may affect the incidence of MDR-TB and clinical features of pulmonary tuberculosis. Further studies are needed to confirm this association with increased number of MDR-TB patients.